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[AiAi-a^si o m os 
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im^Mm 1. fi^AH- SA-HAH(£^)_1# 
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*^^r ^}» =r-g-^ a -ft4 ^ ^ ^-g-^ ^#-^r 

cfl^^>#^ 0.1-30 ^8=%, 0.5 - 80 ^§=%, o. 5-80 -ff-JMl 1 

- 80 ^§=%, -g-^fl^S^l 0-90 ^H=%* ift}l, ^-71 ^1^4 ^^«17> 1:0.05-3^1 

^ ^3.71 7} 500 nm <=>1 M-i^^7>l- f^Kr ^^M-fr ^ ^S^^l & 

53^-^, ^J=a| Al ^^-ol ^ i4^^^> vfl^I ^-g-^ 

£ 3 
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#^ H*}: 2004/12/15 



^-§-^ ^#^1 ^^^^ ^^*\ ^ zz.^ *ll2:*cHHA NANOPARTICLE COMPOSITION 

OF A WATER-SOLUBLE DRUG FOR ORAL ADMINISTRATION AND A PREPARATION METHOD THEREOF} 

ISO**) QTgig. ^] 

-♦- ; ^A]^] i 
-■- ; 1 

-A- ; 2 

-X- ; tiling 3 
-*- ; w]je<^1 4 

£ 2^ ^1g^3 (2HH •frS.^&SLS. Sfrfe ^^M-g- ^-i^V S 

-♦- ; Hl3a^(tl^ ^-B- pH 7.4 91^ 3 IU/kg) 

-■- ; KSl#^ ^^3 iu/kg) 
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£ 3^ Al^^ 3 (3) 1)^ -frJL-^JlS Sfe ^^^-g- ^±-<$x\ 

-♦- ; v]M& l(«y#?l th-fr P H 7.4 <?]#^ 20 IU/kg) 

-■- ; i(oi#^ 3=03^ 20 m/kg) 

-A- ; wlszafl 20 IU/kg) 

-X- ; tiling 4(^1#^. 20 IU/kg) 

^ 4±r ^1^13 (3) 1HH <?1^# -frjL-SS-O-S ^ a. 1^0} ^j^-g- i_1^^7> 

-♦- ; ^<^^ 20 iu/kg) 

-■- ; tiling 2(91^ ^ofl, ^§>^a>, o]^^ j=lo^ 0 .2 IU/kg) 
£ 5^r Al^afl 3(3) t}^ ^^o^-g- 14^*} 

*)1 1^ ^-ix¥|^ ^^^r ^L2fl5.o]cf. £1 g ^ 

-■- ; K<?2^ 20 iu/kg) 

-A- ; wlm^l l(ol#3l 20 IU/kg) 

-x- ; Hija^i 4(<?1^ 20 IU/kg) 
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aj) 1*§ 4i#ifl if. o)^ HBflaojcl.. ^ 7 ) 

-♦- ; 1(0]^ J=cr|i£ 2 o IU/kg) 

-■- ; ^Afofl j s^H^}, o.2 IU/kg) 

£ 7^: a]-^^ 4(1) 1HH -^JL^^S ^ ^ ^^-g- 

i^*> ^#33 ^H*RM| ^ ^lHHBl^ ^EflH^rf. 

-♦- ; 6 (^]S.He|^ 40 mg/kg) 

-■- ; 7 (^HHel^ ^<*j;£ 40mg/kg) 

-A- ; a] 5E«5fl 5 (a|£ee]^ 40mg/kg) 

-X- ; 1 (^lHHBl^ ^ ^-S-^, ^lSHem^ 40 m g/kg) 

£ 8^ a]^^ 4(1) lHH es?]^! -fKH^JlS. ^ &r ^J=of|-g- 

-♦- ; ^^Hl 6 (^5.He]<^ 40 mg/kg) 

-■- ; 7 (^HHS)^ 40mg/kg) 

-A- ; wliE^- 2 (^l*LBsm<& ^^^>, 4HHB]^ 20 mg/kg) 



42-6 



1030096641 



2004/12/15 



^ ^1^, #5^, ^7>^f^ u|-i^7|-* ^}^o_^m] ^1^/S^^S. ^€ 

^-8-^ 3^1^, ^flJL^l tfl-gfl o>^tb ^^MH-g- ^<£*} S 

#^^1 S^-tb ^r-§-^ ^#£r ^^J^M^IH <^^o| ^ 

n sls- <$>^oi ^ o. a - <^^oi ^ 

&°fl7l ^*1W =^-g-^ ^#^r ^ «r^, ^ pH^- ^sf-JSl^l ^5^- 

*V ^ji^oj ^ ^1^C]U|- #Sl^c]] ^X|fl 41^ £1*8 3 <H 
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<38> ^^7l#S.fe w/o <*\M&, w/o/w ^S.^ ol-g-^b ^-g-^ ef-i-^l 

<39> ^1 6,004,534S^m ^^l°li4 IHI^-^I tflsfl ^S^8: ^>-g-^H ^^^14 

Jf-SH o^Tg ^-g-^ atg-a} iqjE^ifl 35%S, ^tRr ^1^1 

<40> nl^m^] ^ 6,191,105^1^ w/o ^13.^1^ 7^ *|]2:*Kr ^ 7fl 

A^l-Jl $1^4, W/O ^l^^^r H^^S ^H^f-CtjA] ^l-^i^l eq*fl oflTg^ ^ 27 } 4^ ^ 
01 7 ] rifl^ofl ^6)1 6f #6l ^ iL^^ £Lis}51 ^d]} ^#^rf^ ^r^l^ol 

<4i> v)^^ XI] 6,277,413:^1^ ^-g-^ ^=#01 ifljf ^l-oi] s.^7>£^ w/o/w 

<42> tR-^fl^ ^ 2002-66776^^1]^ 500nm 3.7} » S^^E^eM rLTfl 

<4 3> Journal of controlled Release 69, p283-295(2000Hl ^\^}^. ^l^^^r tMr"?!: PLGA ^>^3.S 
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7} ^-f ^xflS. ^M*l %is}3L %7}S>\ ^Afla a^ofl^ ^3 3 ^ , 100 X-| 

lc 3.71 ^-f ^H-HS 3.7] oj^ 1C ]. 15-250«fl o]tf ^t^S ^r^^ J£al(^-S^- 

■£) Pharm Res 13(12) p 1838- 1845 ( 1996 <H 5^m 37] PLGA 4<>laSi^fe 

<44> ^1 5962024^1^1 tc[-s.Tg ^je^a] HS.^S^^-ai-Si.rt *H^1o]e ^AiAj-oiq. 

*4 ^ia^H pH 6.5 °UHM -g-#A]^cf. ol <q. ^-o] ol-g-§} 

*f|S 4lS3f^ ^ ^^iflofl ^cf^ cHH nfl^l ^-§-^ ^ng- 

^-i-^ fe°i7] ^-g-^ ^1-^ ^-g-^-a- 

sj_a.^l-t}. 

<46> -^-^l ^^ 7 fl 94/08599^1^ d^^-HH^^M ^ °}-£r^X\7j. 4^- 

« fe^r 7l#o] 7^)Z\o] 5X$r c] 7)^ 91^-^^^^°)!=^^ 

-fM-§-*1W -g-^A^ 3fL tf^^M ^-X) Af-g-^ s^o S ;g^J=ct]X| o^ol ZLtfls 

^#£171 nfl^l ot ## 03.^ ^ - 0,4. 

<47> S ^- > nl^*) X) 5,858,410^^1^ ^(milling) £ *H aS^r^o] 7-1 

(microfludizer)# °l-g-^H ^-i^ aT-s^}^ ^°1 ^IH^M 5^14 o] wj-^^. cf^fl^ ,^#^1 
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i4 « vfl*1H Ir^tt ^-g-^ 3-8-^ *^^| ZltflS ^#S|7l 

<48> ^stb ^ ^r 13 -^ Ir^W ^-g-^ 

*H ^ ^-irS. ^-g-^ ^^lfe %o] ^^>rf. on- ^^7] ^fl ^2}- ^ 

<49> ^fl, Qj^ ^^o] xfl6Q^ ^flS}^ ^-9j^ o^o. ^ ^ 

71 ^^Tr q-t ^7>^1 4J*flifl 9>^* ^ol7l ^*fl #^7} "t-B-^ ^1^€ 

^17> ^A^>rf. 

<so> ot, ## *l-8-^ ^sH3°l 9XS.^ ^#-^r^^^>#^ 4 

<5i> ^ ^#-«>t)l^^#^ 4^1* ^]^/«Bl^^7># 3.7] S. l*hc<£ 

oil ^#3*1 #5L *^^r -fr^m ^xfl^l M-^^7> ^ 

<52> ^ ^^m^r *><2}- ^ ^ll^* 7fl^"§>31, ^71^ 7l#^ JL^ ^^H^ 

*H, 4^w]3l *m 1J ^ ol-8-sH °^^l-a7l7> 500 q-^lBi oi^oi ^j-^-g. q.- 
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^ls^H fecial -g-fr ^S^iH « ^ 
*H^Rr ^°14. 

<54> ^ o. ^ + ^ ^ #£fl & l-^^l ^€ 

tfl^l-^ ^-Wl 0.1-30 0.5 ~ 80 0. 5-80 -B-S^-^ll 1 

~ 80 -g-sfliLS*]] 0-90 ^^%« ^^>JL, #7] l-^i^l 2] 7> l:0.05~3°l 

*|, ^7>H.7l7> 500 nm q-ir^^* ^-fHKr ^^M^ ^7} 
^1^4 w>^-s-»ll^ l:0.2~lo]r}. 

<55> S *V, £ ^ o. (a) ^ <^ # ^ ^ ^ # ^ o]^-^^-Al^ ^-g.^ ^ 

#31; (c) (bHH -frsMl ^-R- ^-§-*H 7>^H <^ 

* £fe #31; ^ (d) (c) <2£r ^ia^lt *IM«Hr #7fl ^ (e) <y^5. 

r 
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^ gfe ^ (d) (c) <*fH ^^S^M ^-«fla.2:^m ^T^Kr #31 ^ 

(e) *>oi3s-&^i=M^(Microfludizer)-B- A 1~§-*H ^> H7l« #31* a 

<57> oj ^HH^ ^ ^Ml^l 

^r-g--^ ^-^^l"^ 0.1 - 30 ^8=%, 0.5 ~ 80 #5} 

^ 0. 5~80 -frsMl 1~80 ^12^1 0-90 5^2, #7l x]^ 

4 «B^<3} ^^w]7> l:0.05~3^H, oi^3.7l7} 50 0 nm ^°^}t ^-n-*Rr ^ ~r L "T"°i 

-8- ^#o]cf. W >^^-7]1^ xl^34 ^^7> l:0.2-lolrf. 

<59> ^-71 ^-g-^ ^*>« ^ ^tfl ^ ^.^4 w> 

^-/^^ ^#4, ^ *H431 H-M, <£31 = i^HH, ^-g- ^E)^s.viioi S) 

<60> oj:^^ # ^ #6) | o]^^ ^-ol^ #^3.^r ±.t)& -ireflolH, ^2)lo] 

H, itq^- ^-g- el-f ^oiB - c 8 ~i 8 ^1^^ db^-g-^ Wl-^j- 
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<ei> ^#-^^>#^ 4t^l^ f-e-^ q-^* r o.i~30 #^=%7> 

^-8-^ xi-g-^ ^^l)^ ^<^l7fl ^cf. oj^ o]^ 4^ oi # ^. 

^ <>l-£^r* JL^*H Wr^^l^r 1 : 0.1-20^1 ^v) ^ma}^ %o) ^o_v\ 

v}^^}7])^ 1:3 -10^ ^in^ ^o] ^t}. 

31^^!- (propylene glycol ester of fatty acid : ^-^s^ #^l#*l«cKHl^i5]] 
(Glycerol ester of fatty acid: ^lS^^o]-^ oJva-i- ^ ^llll^g: f o S o] 

0.5-80 ^^%7 r w>^-3j^rJl Jicf H>^^-7fl^ 0 . 5-30^%°! 

#-g-^ 7lS^> ( 5lH^]£ £ |^]|| fiii £ -fr^*)], ^^^S.^, 
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*)1 4^ <g*> n tHr-fJ^ 0.5-80 &*&k°]3L v}&z\?>}7\}^ o.l~30 A>-g- 

«Hr ^4. 

<66>^l-7l #ofl -g^fiS]^ xtfl ^o] ^ ^*||^ JL^-T.}^ 

4^*} *n^°ii ^7>^>^# Bfl ^i<^o.s 4^4 

9lrr ^-g-^ -g-f^ s^^- ^ $14. 5E*t 4^ 4^ 4^1 a^^r #5^} 

^4 4^ 4^4 JT^I tfl^; *\^*r Tffltt ^ Sat]-. 

^ #5H7> ^7>^ o.s.*q ^I^^Jl^I £1*11 4^4^] 4^4 €-*B* 4^ 4^ 

9X°] 4^4 #zh zLtfls. -b-^i^ 4^4 ^^-^1 ^asn -r-g-^ £> 
< 67 > 4^ 4^4 ^n^i ^-f #344 ^--a-^i 44 4^ 4^44 37i§ 

^5>^m *r 9l°-*\ 4^ tfl«l *^44 4#-£- 3*14 S^tt 500 nm^l^ 4^ 4 A 

<68> a 0 > 7 ) -frs^l^ 4^^711^ #5l^Hl€31 #sl^-AlHS.€€ Poloxamer™, 
^^IM M*H3|S(>8^: Brij™, ^^HH^l sH^^C^^: Tween™, 

l-sl^AHl^^#til^l^Xj-6)i^2(^-^ : span™, 4«-4^(Labraf i 1™, 4«-4# 
(Labrasol™, 3HH£-&-i*(M3.(Plurol oleique™, «144 E 444°lH 
(Vitamin E polyethylene glycol succinate), efl^l^l, 4i4£- 4-9-11 ^fHi ^ 

ZL -frs.^ ^14 1# o]^- ^4^1 #*fl 4^4 zz. 1-80 ^%7> 

4=1-444. a.4 4^^711^ #7] -fi-sMI-S. 30-80 4-g-^Kr 33 °1 #4. 44*11^- 

aflat^ 4^/S44 4^44 ^-g-d) ^1 «.a>^ riii <&^3j-44fe 3}-g-i- tt4. 
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<69>#7l ^^1^ «>M*|-7(lfe Ci-a^S-gr, t^pfl^^AHs., T^J-g^, ^<&, HS 

#S]^^^ # ^) #) g 12-1*1 2=3- a] ^<5>^olH(^-#^ : Solutol™ l^ 

O]^" ^^JI £*fl 14^^ *> ZL t-H-^ 0~50 #^%7l- H>^-3)§>cf. 

<70> E*> -g-SfliLa^l ^-g-^ ^#-^tfl^§> #^ 4^1, ^ ^ -g-*fl/^ 

<71> #71 a^-i-ofl^ O.S A}-^^ ^^-*^ 7fl Ai^ S 0~20 ^ flO.^, 

#71 7fl-id*Hfe p-#efol^HS.B|l^ ^Ml(p-glycoprotein inhibitor), 7>s.u)b1 

<72> H1*V £-3^^8: 0.1 - 30 #^%5l f-^1 #^^^f^ ^o] y}^^, «- 

<73> 7^3=^ l^*}. S^-i-gr (a) ^r* <fi ^-g-^ wlrfl ^ 

^ ^fla^lt ^ -§-^1^ ^1; ( c ) (b)^A-l ^W^: -fi-sMl ^--B- 

^-§- OJ Hl ^itr 6J ^# £fe ^1; ^ (d) (c) <HH ^.^-#^e-i 

*H7^Kr ^711 ^ ( e ) ^HaSl-^-cf^^CMicrofluclizer)* a}~§-*M 3711- 3] 
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Al^ *J=#^-g- £}-§- w>te^§>l- g-fe #7l ^#=^-g-^ai)- ti>-§-Al^ *f| 

<75> #71 ^-g-^ ^#2)- l&tfl^S}-^ s) ^ y] 1: 0 .1~20 °]tf<%*\ °1 £r 

-8-^ o^^^^^ 4^1^ #S 32] ol# Afl^*H ^m-§"^ ^l>|*b ^ A>-g-S> 

<76> m.is\ -B-jL4j^s -sH M^5}f|4f^it *il^Kr ^ 

^ ^#^1 ^-sfl P H 2^*11-1- A>-g-^r ^ pH S^lS^r <*#, <?!#, 13: 

#, ^<£# ^ #^^1 3=3=. ^#5)- i|Bf, < y#^^M-H#/^:#, ol#ol^^H#/^: 
Sl^^g-, ^<£# ^ -iH&elsMl ^ °lt^ ^f^AS ^€ 3r^* P H 

S^lJS. A>-§-t ^ & ^#°o^ 0.1 ~ 10*117} A>-g-€ ^ flr}. 

<7?> #71 (bMcD^HH =^-§-# ^l-^r^^^l-l-^ 41^1^- -S-^ms^lHl -g-^fl^l ^1 q--^ 

-§-3fl^ ^ 6 l7l ^j-sfl #, ^ ii2-B-sMl» 0.5-50 ^% ^7>m ^ -g--sfl£# 

^°l7l £|*fl 7}Sr^ ^ 3X3- 7}^ ^r£^ 30~70°C7> frfc}- . 

<78> #71 (d)^HlA| ^##01 7 0 >^ ^fl^^l^. ^71^1-71 ^*HAi^ ^7^* ^^-&l-7l^ ^ 

^^S7l (Vacuum evaporator) ^Sc ^ 9X°.v\ , ^^ol ^-f Jf^ ^ °l-g-*r 

^ ^as^iif >ii7im ^ £>^. 
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< 79 >^-7] (e^HHfe P>o) H ^ # ^ 4 ol^( Microfludizer)# A> ^ H lOOMPa^H 3 ~103 &&X\ 

30-70 °C7l- Hj-^^t).. 

<80> ^ ^ ^ ^J^-g. U) ^ ^ ^ 

tfl « oi^^i^ ^ M ^-iM^h^ (b) ^ 

$ -fr*M|7> ^-§-<*Hl 7 >§H ^74]; g (d) (c) <HH ^ £ 

m ^ 3 (e) oj^ s -1-olH^#^o 1 ^ ( Mi crofludizer )» 

A >-§"^^ 3711 J^sH^ 

<si> o] M ^3 q.^^ JSL3>1 fcjM n^- ^ 7> ^ H 

SA]^ ^ ^rf. # 7 ] Jgjfc;^ m xfl ^3 ^ 

<82> Q± W o. S ^3 # ^ ^ ^ ^ 

-a^ ^1 - o^o H) M7jl# H7l ^ 

^ fll*. H^^fe £ H^cq St^* ^3 og 7H 37]7> 20 _ 3()0nm OJ 

01 O.^ Al~g.«J.7l ^i^l ^.o. 7 ^ fl ^ o)^ 



<83> t3l-T; 
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<86> ^Al^l i: o]^^ ig-ft. ;§^3=^_g_ i+fc.^*} 
<87> (i) «?]#^-ti>rfl^^#^ 

<88> ^^^(SigmaAV) 50mg^r pH 3 ^^P§^ 20raL^l -§--sfl ?) JL , ±.t\-& ;£fMlo|;E ( Aldrich A> 
)» 1^1 tfl-gfl 1:3, 1:6, 1:9 -I^l-irS. p H 3 80mL^l ^91 ^ «>-g-^ 91 

<89> <£1. ^^^-wlrfl^i^l-^^-^^ ti>^-til> 



4i« : 5=tMMj= 








1:3 


20.7% 


1:6 


0% 


1:9 


0% 



<9i> ^-7] ^ ^fl^ SEfMMH^ *wl7> 1:6^1^1 € 
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<92> ( 2 ) ^--fj- ^^(^-g- i-fi^7} 

<93> <?li^-^-g- JEfMHH 4tW 15mg, H.^5ll<?l(TCI) 60mg^r <^m* lOmL^l ^, 
7ls.^>(tb^-^lS.^]:) 20mg4 407™(BASFA» 200mg°l ^-fr^ ^-g-*A 20raL^l ^ll 

-§-*l]^* 71 ^- 1% ^7) *|ll/#BH q-i^7>«- *M HS^-f^M 

(EraulsiFlex-C5™, Avestin^»# a}~§-^-c*| lOOMPa^H 10s] ^^1^ <?V£^I ^g-ft- 

< 94 > (3) cg^. 3.7] ^ ^ 

<95> afltg^ ^x>a.7) ^ ^>SL^r ^^i^l ^^Ml^ 200^* ^ff-^ lmL^l ^Ul^l ^ ^7}^ 
^(ELS-8000™, Otsuka electronics^}).^ 5. ^^SX^. =1 ^4 -g*H 1^1 ^ 
-3- 83.0nmolJL 0. 300^1 

<96> t3]H7(^]l 

<97> ^l#^-«];tfl^^l-#^ tflA] o]^^^- A>-g-^Jl #5^^- A>-g-^l ^O.^ P>o] 3S .^ 

t\.o)^ ^ X\)2)*}ZL tq-S. ^Alofl 14 ^^^711 *H ofl.^] t§ o. ^ 

^4 ^-3- ^^^r 117. 4nm, 0. 251^1 ^rf. 

<98> «i jn. c^l 2 

<99> ^l^^l-^tfl^sVi-^ tflAi o]^^^- A}-g-75};iL PT-oiaf^s-s-rq-oi^* a>^}^1 ^ ^ 

JLS ^^>3.7l4 ^4 ^ ^7}^ 241. 8nm, 0.090^^4. 
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<100> W)iE^]3 

<ioi> ^X\6\) icq ^ o_ S ^^-'M^S^ 4^3] 15mg^- 2.i-8r31<?l 60mg* 50°CHH 

lX\# ^o> ^-ifltb ^ 7lS.^> 20mg^}- !-^-A}^407™ol 200mg°l ^-R-€ 1% ^-g- 

^ 20mL^] ^#<>) 30^r ^ ^-^5^. ^ *M BL^l-^- 0 "! *i # ^>-§-*><^ # 

^, lOOMPa^H 102) ^A]^ Ol^^ 4^-^)1 f-B- ^^^-i; ^2:^^. 1^ IfJ-^ 

<LS ^^>3.7l^ £4 ^ ^Tj^ 211.611m, S-itEfe- 0.213 

<io2> «] 537 <m 4 

<103> P>o] 3 . S .S.^cj-ol^]^ Af-g-^xl ^ ^1^^>J1 CfS. S^i^r 14 ^^-711 «}<*| ^ 

234.3nni, ^r^>£^ 0.291°] 53 1}. 
<104> 2 : <?1#^ Ig-fi- ^^M-g- ^^7} ^-^1^^ ^2: 

<105>^Al^ !6fl^ ^J=c*|-g- i^o^O] 6!j^-X]t§^. ^S^Kr 32^0^ U)-^^^ 3.71 

^7>* J^Sj. ^(-71^-Sfl ^^^-g- 1+^^71-^1 oflAj-^ol] 5% 7>1& ^ CfS. 

Jl^Sl-^r ^ #ofl 0^3.7)^ 4§j^£|-<*| C^g-S] 5. 2 <*j) M-BKfl^t)- 

<106> <^2> 
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(nm) 


(nm) 


3.7} ^7>Hl 


M I 


^£r, 48*1 # 


68.1 


339.8 


5.0 


SlU II 


0 1; : 12 a| #->o °C : 8*| ^5 °C 24*] # 


82.5 


188.5 


2.3 


M III 


-25 °C : 24*| £H»0 °C : 24*| # 


118.1 


196.4 


1.7 



<109> ^^c^-g. q^o^o] oJj^tgofl 0.5%, 1%, 2%, 4%, 5% 7ft ^ 25°C , 6*)Zt, 

^ °g7>37l# ^§*"H S 3^1 M-B^^t}. 





-25 "C, 6A|^i-^20 u C, 






0.5% 


394. Inm 


3.4 


1% 


335 . Inm 


2.8 


2% 


321 . 6nm 


2.7 


4% 


217.3nm 


1.8 


5% 


196. 4nm 


1.7 



<111> ^ ^ ^£2: ^£7> Of 5%<H nfl <$X}3.7)S!\ ^7} 7># ^-g-$r ^ 
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<112> ^X\*\] 3: <£l#^ ^-B- ^^M-g- M-^^^V 2 

<H3>^a]^] idftX\ JEfMHH rflAl B^r li^HHCSigma^})-!- l:7«l3. A>-g-^-c^ o] 

2000* ^ 15mg, 45mg, 90rag ^} <^m* lOmL^l ^91 ^, *}*} ^ll^-Tfl ^^*H 
f-a- ^^-g- ^i^7> S^#* ^l^^uf. 
<H4> ^A]oi| A}-g-*>a} 01^3.7]- ^4 ^ 121 nrn, §"*K£^r 0.314O1 

<H5> 4 : <?1#^ f-fr ^^M-g- M-i^*} 3E^#2] aflab 3 

<iie> s.ic*5)l«y rflA] ^^^(GattefosseA})* A}-g--8fe ^.g- <2] fj}-;n. o]§> ^a]^ isj- ^^§> 

^^>3.7l» ^ ^-g- <^p§^ 129. 4nm, ^K£^r 0.227<>]&rf 

<H7> ^A]bfl 5: o}^ igjfr ^cy^ 4 

<ii8> 7]S^> tflA] ^-=ef^L™(Rohm^»3if -B-^^-^S™(Rohm^» 1:1 ^# 60mg-i: ^M^l *fl 

^S^tf. ^Al<^| i^ ^ o. ^x>37l» ^ ^ 194.2 nm, 

^JE^ 0. 128^1 $i rf. 
<119> Hl32o^l 5 

^ 350. 9nm, ^KEfe 0.009o|&rf. 
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<121> ^X\q) 6: ^SHel^^r f-R-*}- ^^^-§- t+Sh^V *ll^4 
<122> (i) ^ = He)^-^rtfl^*>#^ 4^1^) 

<123> ^1EBH]^(*M lOOmg* ^fMr 20mL^l -8-«fl *1 ?1 jO. , ^S^SeM = (Sigma^> 

)« 4£BE]^ tew] 1:2 #^5. ^f^Ml 4=.*1 ^ 4 0 C^1^1 ^r-S-^m^l-. tf^* 
^]£E5]^ nl-^^^^l 4^rl€ -^HH^^ ^ ^1 4^ 99.9%^ 

<124> ( 2 ) ^HHB^^ ^ ^-g- $fl^]^oj 

<125> /|SE5] ov^-tfVte 4f1 120mg,S.^sll^l 60rag, -fr^aM HL™4 ^^HsTMoj 
1:1 30mg^- 15mL^l ^lul, 2}«-2f#™(Gattefosse) 375mg, 407™ 

300mg^l ^-B-^el ^-B-^ 30mL«i "S^tb H«Hb ^ 14 ^^-7fl 

-g-^H ^^>3.7l# ^^b ^4 ^T^^r 199. Oram 0.135<>l&t}. 

<126> W]J2.of| 6 

<127> A\] Wj-rfl ^ 4^-^)1 tflA] ^]a B eloT-^ AV-g.-8-l-al, #i£H« A>-g-^^ ^JL p> 

A^\<%A. ^Hl 1^ ^JLS ^43.714 fi£ A>-§--&>^ OJ4H714 

^S£t ^^•^r ^4 ^"g- ^T^^r 149. 4nm ^K£tt 0.124°|&4. 
<i28> ^aHI 7: ^HH^^-i: ^^M-g- 

<i29> ^hh^o!-^.^^^^ 240mg; ? >HBl^:™(Gattefosse^» 1200mg# 15mL^ 

4^^™ 240mg, 30rag, ^a}v\407™ 300mg°l *r-§-^ 30ml>il 
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^lS^tq-. ^7>^^ -g-Sfl^-g- &]7] 300mg4- 

1^ ^-g-SM °^}a7lf Hj^th ^ ^*V3£- 290. lnm ^-#51^ 0.197°l&ti}.. 

<130> Aj^ofl 1. ^ 3§-<%3L-^ ^ 

<131> ^1-7) ^Alc^l i tflxl -^AHl 73]. til57<^] i vfl^l tiling 6<Hl^i ^^Ml^ 500uL# ^^ff- 

500uL^l ^r^l^l ^ ^^a}^ YM-30™(^-^^>^=: 30, 000 H -#£fl^ 

^ l500g«HM 60^ €^^rel^^4. ^ M-i^*> 

<132> < S 4. ^^^-g- ^ ^ XI ^ ^ ^#-f-^^T > 
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99.8% 


H*\ 3|2 


98.7% 


-M*M3 


97.2% 




90.3% 


■*mhi5 


91.3% 




90.5% 


^A|oj|7 


92.0% 


H|jjL<*l|l 


72.4% ; 


H|i2.oj|2 


64.8% 


H| 2<i3 


70.7% 


H|57<^|4 


95.7% ! 




92.6% 


«1 S3] 6 


40.8% 



<i34> x\igd\} 2 . iil s-sfl^ - #^;g/*1^ £-*flJ:dL<?l ^raL^l^m^ ^ ^r*fl 

<135> Sfllflofl^ ^I^^fljl4l7} ^fl^7] tjflg.6]| q-i^7>7> ^I^^Jl^I &3*H 

°>^r ^ M-it ^71- xflo]] ^-oi^ oi#^oi ^^-s. ^#51^1 jl^^i *\n &n 
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<136> ^A]ofl 1 xfl^l ^XHl ssq. H]jaofll ifl*| ti]l5l1 4<HH ^S^V ^Ml^S 5mL» 

^ra^^CUSP ^) 0.0067% pH 7.4 15mL^ ^JL 37°C<^H 0, 1, 3, ^>-g-^l?l 

* Al^ofld] ^o}°X^ °)it^ ^§*M 151 M-Bj-^^uf. 
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<138> 





2!rfr °<fW 


■§}-■=- 

O 1 








5*m 




inn (l 4 




yo , d/o 


yi.D/o j 


-aA|on3 


100.0 % 


100 . 0% 


97.5% 


93.5% 


*U|6||4 


100.0 % 


99.1% 


96.8% 


93.4% 




iUU . U 70 


no nM 
»Z . (To 


no n/v 

9z . 0% 


91.3% 


B|jii<mi 


100.0 % 


9.1% 


0.8% 


0% 


a] 51 312 


100.0 % 


87.5% 


82.6% 


82.1% 


H|S7 6]|3 


100.0 % 


91.6% 


69.2% 


57.2% 




100.0 % 


100.0% 


97.5% 


93.5% 


H|ja^|5 


100.0% 


51.2% 


14.9% 


14.5% 



Bflol^ofl o}#^o] 5*1^ of^^o] 20% ^^l&th 
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<i4o> s-^i <y^^-^tfl^^>#^ 4^i7> o>ia <y#^a *na«- 14^^^ ^-f 1^4 «1^ 

^1 2^1 ^ il^- wH- =g-oi ^<^°1 ^r^-. #el^7> ^HHeL wljaofl 2^ ^-f s. 5<*IH 
M-^-^l 3**1^ #b]^ 7 > $-frsq*| ^ «1^1 I±n4 Ji^oi-^^oi 

^1 4^1 ^-f 132)- ^O] o^-g-Oj o. ^ S^^^O] -f^^g; ^t]-. 

<142> oj^HH Ji^ o]#Hl-ti>tfl^i-srl-#^ 4t^lt ^"g-^M 8*ul <&<g^ 

<i43> a o v 71 1- ufl, ^4 ^-o] et#-^>tfl^sv#^ 4t^(lt tf^- ojl- 

<144> A]^| 3> ^ O-J^ 3§ 7 >1 

<145> Aj- 7 ] ^ A ]ofl loflAi ^Stb ^^M-S- ^^7> oflAj-xl]^^ ^7 ^^^o|rf. 

<146> (1) ^ 
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<147> I80~220g^l ^ ^^(Spraque DawleyH (Sigma) 45mg/kg» XkASL 

<148> ( 2 ) 7^J=<*)-g- M-^^^f xfl^l 49B]%-S Ji^ ^ ^ 

<149> q-i^*} -^^1^ 2mL* ^X}^ 2mL^l ^Jr^m ^ 3 IU/kg^ ^£5. 

<150> ti]5i^0 5. <a#^l* pH 7.4 €r^^°11 S^^l^Q <^ 3 IU/kg^l Sl^l ^£5. ^ 1^ 

<151> £ 2^1 i^-^ ^ ^1, ^^^-g- M"^*} ^Ml^ ^l^-g^o] ^3%^ 

-jr WlJU-gfl ^^4^-^^ ^^l" ^HsMI^N ZLCflS Ji^M 

<152> ( 3 ) ^^.g- ^^ifl 
<153> 1) 

<i54> ^ m ^Efls p}#)a1 ? 1j7 tifls- 7 fl^1& ^ ^ 5cm *1 

^'SMI^-i: 20 IU/kg^ ^-£3. ^-S}^. o]$l o}.g. ^i^7> 

<155> Al^^-O.^.^ 1, al5L^] 1 W tiling 4§ 7>^l31 ^§1-53^. HlifL^l l£- ^6)] 

Hl3L-s>5!l* n 4t^llt *>-g-s>*l ®9k°-^ f-fj-*}*! ^# 
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5§^3E -f^sW- p>oiais#^-r}oi^ a>-8-s>^i ejo} ^ai<^i muf t+i^7} ^iiai a 

7\7\ tiling 3. q-ic^^l- ^^o]cf. til^ lS.^ pH 7.4 ^^M* 20 

IU/kg^ ^]c| 13)- ^-ft ^M^JI, tiling- 2S^ 

0.2IU/kg^ -g-^S 5£)^A>-Sf|-^C).. 

<156> <2t#^<*j o, 0.5, 1, 1.5, 2, 3, 5, 7Al?>*H ^^HH ^-i- *fl#|*><*| ^ 

*>$i=h ^ # ^7lsM- ioo%s *H ^ ^l^tflfl] ^sbS: *-t>^-^^. 

q-^l^o^ In vivo^H ^^-7j-§> S.3}-7} 7}S>) <&±r &&S\9XA. SEtt *1 ^ 

3}-7} 40% ^cfl oj-oj-cf. 
<159> £. 4 6fl^ T^B^ ti><4 ? ^Al^ 1^ Jf^^c. o. 0<2 IU/kg* ^^A}^ 3} 3Zj- 

<160> 2 ) ^£ ^ 

<161> #7} ^^*>7fl 
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^^MH-£- M-^ ^ *H*8-i- -g*H 134 ^£ ^M^JI, yliE5-o.S.^ <?] 

i^]-<2fl,g- 0.2 IU/kg^ -gr^SLS. z)*}^M3Xt\., 
<163> ot^Jp-^Jp: o, 0.5, 1, 1.5, 2, 3, 5*1 M?] ^J^H*! $\^}<^ Sl^fl^S. 

1- ^^l^. ^ ^^S.^ 9l^k& 7lH(Coat-a-count™, Diagnostic Products 

Corporation^})!- A}-g-*H &j-?&-8\-%t\- . 
<164> E 50^ q-E)-^ ^-o], 01^^ ^-ff-*f-X| cfl2^5] ^-f 1^ ^-£7} 20 

uIU/mLol*l-<y^ ^a^I 1^ ^ a^ji ^^7} ^ 170 uIU/mLS.*) ^ ^ 

32^1 1^1 ^-f ^If^EE *1*HH ^ 15 uIU/mL^l Sl^^l *^s)^r}. £c-^ 

S#^c}o]^# ^ yjjE^l 4^ ^-f 2|ZL %^5L *m<HH ^ 70 uIU/mL^l 

^°1 ^38^. Str S7l <y#^51 tfl*l Al^ofl 14^ <^#elsl ^7} ^(AUO^fi- v)mL?>} 
^ tffl, ^*H1 l^r wlJ2c^l 4iLt} 9$ 140% ^7}^}S!rf. o]^ rcj-^ ^ ^ 13 

<165> ^ 1 ^-^o]] o]^ ^"M ^SflA^ ^l^^-«]:tfl^^-#^ #5H ^& 

-n- *llH^3H ^-°g^]7l^ -f^tr ^4* M-^* ^ *1^ M-^ <g*> 

<166> £ 6 6|]^ t4b}\+ «>«4 ^61, 1^ 3jLc*|S]-£* ^JjL 2:71 ^in^Hl Tfl Af-g-^ 

-g-^Sl 0.2 IU/kg» 3q*Fr*rtr ^4 ^-A>^ ^ ^Mi-fl5W. 
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<168> ^-7] ^^Hl 6 ^ 731)- WlJlofl 6^1^ ,^2:*1 ^HB^^ ^-R- ^Jf-C^-g- 

<169> (1) ^^=o}-g- ^i,^*} ^Ml^ ifl^xfl 
<170> 1) ^ 

<i?i> ^^(Sprague Dawley, 200g ^3)# <M = *}#M?1 nfl-I- 7 fl4^ ^ ^°)^}^ V\ 

^l£Efi]^°l M-ic^^> ^Ml^ ^lHH^^o.SAi 40mg/kg -g-^S. ^ 

<172> A]^^o.^^ ^Al^l 6^ 7 ^ wl^l^ 6* 7}*]JL ^.^ISX^. 6^1 ^-f^ 

<173> ^#^-0^ ^ o, 0.5, 1, 1.5, 2, 3, 4^m*iMl "1^* ^l^^Hl *r 

*m ^lHEsjoVi ^!^H ^ ^S}^. m^^r 3000rpii^H 10£- -fi^em ^ ^ 

<i74> is.^ ^l^HBl^-^ ^ 40mg/kg -g-^* 64 ^ ^ 

<175> 2£.±r ^lSHS]^-^ ^^^1^^^] ^ 20mg/kg -g-^ ^^A} ^t}. 

<176> s. 7 5i|- £ 8*IM M-^-\3: w}^- ^1, -€*H 6^8: ^ ^-f 3}^A>«4 WlSl^St* nfl ^ 

^ol-g-^ol 22.8%o1^ji j ^X\d\) 7* ^M^-i- ^-f 35.19H&T}. ^ ^SHS]^ ^-g- 
dj-fc tiliS-S 1^1 ^-f ^HB^^ *)H ^]£BS]^i 
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<177> o]^ ^o], *L ^ 4i^*M ^^ o] o.^ H) ^ 

fe-fr 1^ ^5L« ^tfl^Cj-. 

< 178 > VM tt6]> ^ 

$W «tf£Si\ tf*H| £)*fl ^^7}- 6^ ^ ^ o] 
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1] 

W 0,1 ~ 30 °- 5 ~ 80 0. 5-80 1-80^ 

%, ***** 0 ~ 90 ^ W #eJll ^ ^^ 7> 1:0>05 ^ H) ^ 

37] 7} 500 nm o]^o] q^^. ;g^j= a^#. 

2] 

[^^J- 3] 

^ i 1H W>1 JL^ ^ * H 80% o H T- ^ 

[^■T 1 ^ 4] 

*0 1 W o, #o] ^Bjis^ofl^, 3&AlSld( c] 



[^T 2 -^ 5] 



-11 1 %H1 o, #o] AW ^ h M-SiflolH, ^ 
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6] 

*ll 1 fl^tf, ^tfl ^§>#^ol C 8 ~i8 *]«oH>£} 3^*, 

^M*! ^-°l£r ^ft ^^M-g- 
7] 

*ll 6 S^^l, ^1^^ Wl^l ^-§- ej"8:1i 

8] 

9] 

1 1H ^^^1, =^-g-^ #w] 7 > 1 : 0.1-20 91 ^^M-g- S 

[^^J- 10] 

*1] 9 *r-8-^ tiVcfl^l-!-^ #wl7> 1:3-10^1 ^^M-g- 

HI 

*ll 1 %H] 9X°]*\, ^4 #5^^ ^^wl7> l:0.2~l<y ^^M-g- 
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12] 

iiBfls. (propylene glycol ester of fatty acid), i|-BlAfl-l-*lHteH|i^l|S (Glycerol ester of 
fatty acid), MM #3*3. o^a^fe *1 ^to^ff- # £f^- 

S. ^-oflA-] Al^£|^ ^^cd|-g- 

13] 

€#5-2-^ «=>H1^1°1H H^BIMH, ipq-, 7ls.^r, *1 = ^1 p)l m €1-5.^.^ ^ ^ -ff£ 
oflH-t-I-SJL^, ^l^S.^, ^«m^^r, ^1v11o)h, ^ °lf5] 

14] 

[^^J- 15] 

*ll 1 &<>H W^lr Ci~ 8 tH^^H^, ^ fS^1 & , l^f-<3, 
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IQtt 16] 

*(l l $X*)*\, 0.1-30 ^%$\ iLJ:*ll# ^7}$. •g-B-s>fe ^^^-g- s 

[$^8- 17] 

18] 

*fl 1 %H1 M-^^^H <g*V H7l^ 20~300nm«?i ^^f-<*|-g- 
19] 

(C) (b)OJH -fr^l ^ <^-g-*W 7>*M Ofl^Kg- ^ 

(d) (c) ^ £^-#5.Jf3 -g-^a^l* ^1 7] 75Hr #31 

« 3E^«Hr *fl I'M 4^ ^^M-g- M-^^^V s^«-^l *f|35:^. 
l^^-^r 20] 

*H 19 ^Hl SU^i, (e) ^^aS^t^olx-Kmicrofludizer)!- ^H-"^^ cg^. 37]! s) 
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21] 

ph 3i^]s, ^bi^m ^ ^#°] «£^*]i=. 

[^^^ 22] 

*fl 21%H] pH S^^l7> <**h, ^#3|- 

M-H#/^#, ^l-^o]^^ u^H-f-/^, ^<2^> g ^ 

[^^j- 23] 

(b) <£<^ ^-*H *|<S £ -§-*AiL3^m -g-^A]^ #31; 

(c) (bHH ^ -e-^-Xi *h-n- ^-§-°-*Hl 7>^H -S^* 
#31; g 

(d) (c) *H *\]7]i5}^ ^1 

* ^ l^Hl ^ ^^M-g- M-^^l- *US«^ . 

24] 

^1 23 %H1 5U°H, ( e ) ^>olH.S.^rfol^^- A>-g-£M oi*} 37 1# ^s^Rr #31* 
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[^U- 25] 

23 Sii 6 !^, (a) *\ ^-g-^ ^#^1 ^-^^>7l ^isfl ^-g-^ 

[$^8" 26] 

^1 25%H1 SH-H, pH S«]7> <*^, ^<£^>, *r<+3*- M-H#, a]^^ 

M-H#/^r# ; ^l^o]^ ^H-gy^f-, <y^> q-H#, ^ $^-#31 ^ 
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[ 


£ 3] 




120 r 




100 «k 




80 - 






uO 


60 - 


m 


40 r 




20 - 




0 



-±~H|iao}| 2 

^-u|Ho|| 3 





■-Uijao^l 4 

-Ar - - U | J5L<H| 1 
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^1 ■*•) oil 1 
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